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DETAILED ACTION 

1. Claims 1-14, 16-19, 21-24 and 26-38 are pending in the instant application. Claims 14, 
16, 17, 19, 21 and 22-24 have been amended and claims 27-38 have been added as requested by 
Applicant in Paper Number 19, filed Dec. 3, 2001. 

Claims 1-13 are withdrawn as being drawn to a non-elected invention. 
Claims 14, 16-19, 21-24 and 26-38 are currently under examination. 

Withdrawn Rejections 

2. The rejection of claim 22 under 1 12 § 2 is withdrawn in view of Applicants' amendment. 

Claim Rejections - 35 USC § 112 

The following is a quotation of the second paragraph of 35 U.S.C. 1 12: 

The specification shall conclude with one or more claims particularly pointing out and distinctly claiming the 
subject matter which the applicant regards as his invention. 

3. Claims 14, 16-19, 21-24 and 26-38 are rejected under 35 U.S.C. 1 12, second paragraph, 
as being indefinite for failing to particularly point out and distinctly claim the subject matter 
which applicant regards as the invention. 

The rejection of claims 14, 16, 17, 21 and 24 are maintained as being incomplete method 
claims, and new claim 27 is added. Applicant has amended the claims to include a step and 
clarify the method, however the claims are still indefinite as written. The claims encompass a 
method of screening for a substance that will cause an aberrant receptor to function like a non- 
aberrant receptor, comprising contacting the aberrant receptor with the substance and 
determining if the aberrant receptor's activity is similar to the non-aberrant receptor. However, 
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there are no steps in the claims in which the activity of the non-aberrant receptor is determined 
either with a normal substrate or the substance to be assayed, so that a comparison cannot be 
made between the activity of the non-aberrant receptor and the aberrant receptor. There is only a 
step in which the activity of the aberrant receptor is compared either with or without the 
substance to be tested, which does not give any information on whether the substance will not 
activate the non-aberrant receptor. 

Claims 14, 16, 17, 21, 24 and 27 are also indefinite because for example in claim 27 (4) it 
recites "comparing the operation activity of the aberrant receptor with the operation activity of 
the non-aberrant receptor, wherein a change in the operation activity of the aberrant receptor 
indicates that the substance causes the aberrant receptor to operate", and it is not clear what 
"change" in activity is meant. The assays encompass screening for substances that activate an 
aberrant receptor, so it is unclear what "change" would be in the aberrant receptor. 

The remaining claims are rejected for depending from an indefinite claim. 

Rejections Over Prior Art 

4. The following is a quotation of the appropriate paragraphs of 35 U.S.C. 102 that form the 
basis for the rejections under this section made in this Office action: 

A person shall be entitled to a patent unless - 

(b) the invention was patented or described in a printed publication in this or a foreign country or in public use or on 
sale in this country, more than one year prior to the date of application for patent in the United States. 

4.1 Claims 14, 16-19, 24 and 26 remain rejected and new claims 27-38 are added under 35 
U.S.C. 102(b) as being anticipated by Birnbaumer et al., Molecular Endocrinology 8(7):886-894, 
1994, for reasons of record in Paper No. 18, pages 2-3. 
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Applicant traverses the rejection and asserts that Birnbaumer fails to teach every element 
of the claims, and states that "The present claims are directed to, e.g., a method of screening 
substances for a substance capable of causing an aberrant receptor, which has substantially 
changed affinity for substances that have a natural affinity for a non-aberrant receptor , to operate 
in a manner similar to the non-aberrant receptor". The arginine vasopressin (AVP) of 
'Birnbaumer has substantially changed affinity for the aberrant versus non-aberrant receptor. 
Applicant further asserts that Birnbaumer fails to teach any method in which the aberrant 
receptor is brought into contact with a subject substance, and assayed to determine the activity. 

Applicants arguments have been considered but are not persuasive. Birnbaumer teaches 
that cells are transformed with the mutant gene and the wild type gene, that the cells were 
exposed to AVP, and that the natural ligand AVP stimulated the mutant receptor with an EC 5 o 
that was increased over wild-type, and the stimulation of the Gs/adenylyl cyclase system 
(intracellular cAMP) was assessed (pages 887-890). Therefore, Birnbaum anticipates the claims 
and the rejection is maintained, 

4.2 Claim 14 remains rejected under 35 U.S.C. 102(b) as being anticipated by Green et al., J. 
Biol. Chem. 268(3 1 ) :23 1 1 6-23 121, 1 1/5/93, for reasons cited in Paper No. 18, page 3. 

Applicant traverses the rejection and asserts that this reference fails to anticipate claim 
14, because Green et al. were not using the mutant to screen for compounds that function to 
restore the operation activity of the aberrant receptor to that of the wild-type receptor, but were 
seeking to further characterize the mutant receptor. 

Applicants arguments have been considered but are not persuasive. Though Green et al. 
do not specifically state that they were screening for compounds that restore wild-type activity to 
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the receptor, they were screening for compounds to determine the effect of the compound on 
activity of the receptor, and found that dopamine (see abstract and Table 1) had the same effect 
on both the wild-type and mutant receptor. Green et al.'s intent is not at issue; his method 
anticipates the currently claimed methods as it has all recited method steps and would detect 
compounds that restore activity. Therefore, Green et al. anticipates the claim and the rejection is 
maintained. 

4.3 Claim 14 remains rejected under 35 U.S.C. 102(b) as being anticipated by Kong et al., J. 
Biol. Chem. 268(31):23055-23058, 1993, for reasons cited in Paper No. 18, page 3. 

Applicant traverses the rejection and asserts that this reference fails to anticipate claim 
14, because Kong et al. teaches affinity studies to determine the binding characteristics of the 
mutant receptor and fails to teach the elements of the presently claimed methods. 

Applicant's arguments have been considered but are not persuasive. Though Kong et al. 
do not specifically state that they were screening for compounds that restore wild-type activity to 
the mutated 5 opioid receptor (D95N), they used a screening method to determine what effects 
agonists and antagonists had on the mutated receptor compared to the wild-type receptor, and 
found that the mutated 8 opioid receptor (D95N) has reduced affinity for 5 receptor-selective 
agonists and non-peptide agonists compared to wild-type, but has the same affinity for 5 
receptor-selective antagonists and non-selective opioid agonists. Therefore, Kong et al. screened 
for compounds that would cause an aberrant receptor, which has substantially changed affinity 
for substances that have a natural affinity for a non-aberrant receptor (in this case 5 receptor- 
selective agonists and non-peptide agonists), to operate in a manner similar to the non-aberrant 
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receptor (5 receptor-selective antagonists and non-selective opioid agonists). Therefore, Kong et 
al. anticipates the claim and the rejection is maintained. 

Claim Rejections - 35 USC §103 
The text of those sections of Title 35, U.S. Code not included in this action can be found 
in a prior Office action. 

5. Claims 14, 16-19, 21-24 and 26 remain rejected, and new claims 27-38 are rejected under 
35 U.S.C. 103(a) as being unpatentable over Lebrun et al., J. Biol Chem. 268(15):1 1272-1 1277, 
5/25/93, in view of Choong et al., J. Clin. Endocrinol. Metab. 81(l):236-243, 1996, both 
previously of record, for reasons cited in the previous Office Action, Paper No. 18, at pages 4-5, 
and below. 

New claims 27-38 are rejected over Lebrun et al. in view of Choong et al. Lebrun 
teaches that the insulin receptor can be assayed for an activity of the receptor, which in the case 
of insulin is activation of autophosphorylation of the receptor and phosphorylation of substrates. 
Although the androgen receptor of Choong et al. is a nuclear receptor and does not have a 
phosphorylation activity or second messenger activity (operation activity) wherein the activity 
can be assayed by a change in intracellular concentrations of responding substances selected 
from the group consisting of camp, inositol phosphate and calcium ion, from the teachings of 
Lebrun, it would be obvious to the ordinary artisan to assay the operation activity of the receptor 
using an activity of that specific receptor. Since the androgen receptor of Choong et al. is a 
transcription factor, one way to assay for changes in activity would be using a reporter gene 
coupled to an androgen receptor-responsive element. Choong et al. teach such a method and 
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used a reporter plasmid in which the chloramphenicol acetyltransferase (CAT) gene was coupled 
to the AR-responsive mouse mammary tumor virus (MMTV)-long terminal repeat steroid 
response element, in order to assay the activities of the mutant and wild-type androgen receptors 
(see paragraph spanning pages 238-239 and page 241). Therefore, the methods of screening of 
claims 27-38 are prima facie obvious, and the claims are included in the rejection. 

Applicant traverses the rejection and asserts that Lebrun does not teach a method of 
screening for substances, i.e. antibodies, that restore the activation activity of the aberrant 
receptor, and that Lebrun teaches that the antibodies induce conformational change in the mutant 
receptor, which is not normally changed by insulin binding, and that the type of mutation in 
Lebrun is very different from the aberrant receptor used in the presently claimed methods, which 
has substantially changed affinity for substances that have a natural affinity for a non-aberrant 
receptor, e.g., natural ligands. 

Applicant's arguments have been fully considered but are not deemed persuasive. 
Although the insulin receptor of Lebrun does not appear to have altered affinity for its natural 
ligand, insulin, the androgen receptor (AR) of Choong et al. does have reduced binding affinity 
for mibolerone compared with normal AR. Also, Lebrun does teach a method of screening for 
compounds that restore the activation activity of the aberrant receptor; Lebrun et al. screened for 
monoclonal antibodies and found two that restored the receptor kinase activity of the mutant 
insulin receptor. Therefore, it remains that the combination of Lebrun in view of Choong would 
lead the ordinary artisan to screen for compounds that would restore wild-type activity to a 
mutant receptor with altered binding affinity for natural ligand and reduced or no activity. 
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Applicant further asserts that there is no teaching, suggestion or motivation to use the 
disclosure of Lebrun to develop a method of screening substances for a substances capable of 
causing an aberrant receptor to operate in a manner similar to the non-aberrant receptor, and that 
the goals are different, that the receptor mutation was not in the extracellular, ligand binding 
portion of the receptor, and that no pharmaceutical composition was prepared. Applicant further 
asserts that Choong teaches the study of a mutation in the ligand-binding domain of the AR gene 
which results in reduced ligand binding affinity, and that there is no teaching, suggestion, or 
motivation to use the receptor or any of the methods described in Choong to develop a method of 
screening as presently claimed, and that there is simply no motivation for one of ordinary skill in 
the art to combine Choong with Lebrun to obtain the methods of the present invention, and even 
if references were combined they clearly would not make the methods of the present invention 
obvious to one of ordinary skill in the art. Applicant states that "Obviousness can only be 
established by combining or modifying the teachings of the prior art to produce the claimed 
invention where there is some teaching, suggestion, or motivation to do so found either in the 
references themselves or in the knowledge generally available to one of ordinary skill in the art." 

Applicant's arguments have been fully considered but are not deemed persuasive. In 
response to applicant's arguments against the references individually, one cannot show 
nonobviousness by attacking references individually where the rejections are based on 
combinations of references. See In re Keller, 642 F.2d 413, 208 USPQ 871 (CCPA 1981); In re 
Merck & Co., 800 F.2d 1091, 231 USPQ 375 (Fed. Cir. 1986). Since Choong et al. teach a 
disease caused by a mutation in the ligand-binding domain of the AR gene in which the binding 
affinity of the natural ligand is reduced, it would have been prima facie obvious to the person of 
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ordinary skill in the art at the time the invention was made to substitute the mutated AR of 
Choong et al. in the method of Lebrun et al. for the purpose of finding an antibody that would 
compensate for the AR mutation. One of ordinary skill in the art would have been motivated to 
do so by the combined teachings of Ghoong et al. and Lebrun et al., in order to find an antibody 
that would compensate for the AR mutation, because the major interest in studying diseases is to 
discover the cause, and ultimately cures or treatments for the diseases, so as to treat the afflicted 
individuals, and any such compound found would be formulated in a pharmaceutical 
composition suitable for administration. 

Applicant further asserts that new claims 27-38 are not anticipated or obvious over the 
cited references, as the Androgen Receptor of Choong et al. is a nuclear receptor and functions 
by producing a transcription factor after androgen binds to it, and it does not change intracellular 
concentrations of responding substances selected from the group consisting of camp, inositol 
phosphate and calcium ion, as claimed in claims 28-38, and therefore the methods of the new 
claims are not obvious from the cited references. 

Applicant's arguments have been fully considered but are not deemed persuasive for 
reasons set forth above pertaining to the newly introduced claims. 

Therefore, all the claims above are rejected under 35 USC § 103. 

It is believed that all pertinent arguments have been answered. 

Conclusion 

6. No claim is allowed. 
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THIS ACTION IS MADE FINAL. Applicant is reminded of the extension of time 
policy as set forth in 37 CFR 1 . 1 36(a). 

A shortened statutory period for reply to this final action is set to expire THREE 
MONTHS from the mailing date of this action. In the event a first reply is filed within TWO 
MONTHS of the mailing date of this final action and the advisory action is not mailed until after 
the end of the THREE-MONTH shortened statutory period, then the shortened statutory period 
will expire on the date the advisory action is mailed, and any extension fee pursuant to 37 
CFR 1.136(a) will be calculated from the mailing date of the advisory action. In no event, 
however, will the statutory period for reply expire later than SIX MONTHS from the mailing 
date of this final action. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Eileen B. O'Hara, whose telephone number is (703) 308-3312. 
The examiner can normally be reached on Monday through Friday from 9:00 AM to 5:00 PM. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Yvonne Eyler can be reached at (703) 308-6564. 

Official papers Before Final filed by RightFax should be directed to (703) 872-9306. 

Official papers After Final filed by RightFax should be directed to (703) 872-9307. 

Official papers filed by fax should be directed to (703) 308-4242. 

Any inquiry of a general nature or relating to the status of this application should be 
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directed to the Group receptionist whose telephone number is (703) 308-0196. 



Eileen B. O'Hara, Ph.D. 




